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CLAIMS 

What is claimed: 



1 . A compound of formula 




I 

wherein: 

Rj is hydrogen, aryl, heteroaryl, alkyl of 1-8 carbon atoms, alkenyl of 2-6 carbon 

atoms, alkynyl of 2-6 carbon atoms, cycloalkyl of 3-6 carbon atoms, or -C4- 
C8-cycloheteroalkyl; 

R, and R, are each, independently, hydrogen, alkyl of 1-6 carbon atoms, -CN, or - 
CCH; 

Ry is hydrogen, aryl, aralkyl, heteroaryl, heteroaralkyl, alkyl of 1-6 carbon atoms, 
alkenyl of 2-6 carbon atoms, alkynyl of 1-6 carbon atoms, cycloalkyl of 3-6 
carbon atoms, -0(0)4*,, -S0 2 -R„ -C^-NHR,, -C(0)NR 5 R 6 , -C(0)R,NR 5 R 6 , 
-C(0)-0Rj, -C(NH)-NH. r 

R s' R «' R io' 311(1 R n 816 each ' independently, hydrogen, aryl or heteroaryl, cycloalkyl 
of 3-6 carbon atoms, -C4-C8-cycloheteroalkyl, alkyl of 1-18 carbon atoms, 
alkenyl of 2-18 carbon atoms, alkynyl of 2-18 carbon atoms; with the proviso 
that one of the pairs R8 and R9, R9 and RIO or RIO and Rl 1, together with 
the carbon atom or atoms to which they are attached, form a cycloalkyl ring of 
3-6 carbon atoms, or a -C4-C8-cyck)heteroalkyl ring; 
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Rj2 is hydrogen, aryl or heteroaryl, cycloalkyl of 3-6 carbon atoms, -C4-C8- 
cycloheteroalkyl, or alkyl of 1-6 carbon atoms; 

A is O, S, SO, S0 2 , NR,, or CH,; 

X is O, S, SO, S0 2 , NR,, or CH,; 

Y is aryl or heteroaryl, with the proviso that A and X are not bonded to adjacent 
atoms of Y; and 

n is 0-2; or a pharmaceutical^ acceptable salt thereof 

2. A compound of Claim 1 wherein Y is phenyl, pyridyl, thienyl, furanyl, 
imidazolyl or triazolyl or thiadiazolyL 

3. A compound of Claim 1 selected from the group consisting of: 
l-(4-Bromo-benzyl)-4-(4-but-2-ynyxoy-benzenesulfonyl)-piperdine-4- 
carboxylic acid hydroxyamide; 

4-(4-But-2-ynyloxy-benzenesulf onyl)- 1 -(4-methoxy-benzyl)-piperdine-4- 
carboxylic acid hydroxyamide; 

4-(4-But-2-ynyloxy-benzenesulf onyl)- 1 -(4-chloro-benzyl)-piperdine-4- 
carboxylic acid hydroxyamide; 

1 -Benzyl-4-(4-but-2-ynyloxy-benzenesulf onyl)-piperdine-4-carboxylic acid 
hydroxamide; 

l-(4-Bromo-benzyl)-4-(4-pent-2-ynyloxy-benzenesulfonyl)-piperdine-^ 
carboxylic acid hydroxyamide; 

l-(4-Bromo-ben2yl)-4-(4-oct-2-ynyloxy-benzenesulfonyl)-piperdine-4- 
carboxylic acid hydroxyamide; 

4-(4-But-2-ynyloxy-benzenesuKonyl)-l-(4-fluoro-benzyl)-piperdine-^ 
carboxylic acid hydroxyamide; 
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4-(4-But-2-ynyloxy-benzenesulfonyl> 1 -(4-cyano-benzyl)-piperidine-4- 
carboxylic acid hydroxamide; 
4-(4-But-2-ynyloxy-benzenesulfo^^ 
carboxylic acid hydroxamide; 

4-(4-But-2-ynyloxy-ben2enesulfonyl)-l-(3,4- dicMoro-ben2yl)-piperidine-4- 
carboxylic acid hydroxamide; 
l-(4-Bromo-benzyl)-4-(4-prop-2-y^^ 
carboxylic acid hydroxyamide; 

l-(4-Bromo-benzyl)-4-[4-(4-piperdin-4-yl-but-2-ynyloxy)-benzenes 
piperdine-4-carboxylic acid hydroxyamide; 
l-(4-Bromo-benzyl)-4-[4-(4-mo^ 
sulfonyl]-piperdine-4-carboxylic acid hydroxyamide; 
4-(4-But-2-ynyloxy-phenylsulf anyl)-4-hydroxycarbamoyl-piperidine- 1 - 
carboxylic acid tert-butyl ester; 

4-(4-But-2-ynyloxy-phenylsulfanyl)-piperidine-4-carboxylic acid 
hydroxyamide 

l-(4-Bromo-benzyl)-4-(4-but-2-y^ 
carboxylic acid hydroxyamide; 
4-(4-But-2-ynyloxy-phenylsulf^ 
acid hydroxyamide; 
4-(4~But-2-ynyloxy-benzenesulfonylm 
acid hydroxyamide; 
4-(4-But-2-ynyloxy-benzenesulfi^ 
acid hydroxyamide; 
4-{[4-(2-butynyloxy)phenyy 
carboxamide; 

l-benzyM-{[3-(2-butyny!oxy)^^ 
carboxamide; 
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4-{[4-(2-butyjiyloxy)phenyl]sulfonyl}-N-hydro^-l-isopropyl-4-piperidin^ 
carboxamide; 

4-{[4-(2-butynyloxy)pnenyq 
piperidine carboxamide; 

3-{[4-(2-Butynyloxy)phenyl]sulfonyl>-l-ethyl-N-hydroxy-3-piperidine- 
carboxamide; 

3- {[4-(2-butynyloxy)phenyl]sulfonyl}-l-(4-cblorobenzyl)-N-hydro39r-3- 
piperidinecarboxamide; 

4- { [4-(2-Butytiyloxy)phenyl}sulfonyl} - 1 -[4-(2-piperidin- 1 -yl-ethoxy)-benzyl]- 
piperidine-4-carboxylic acid hydroxyamide; 

M[4-(2-Butynyloxy)phenyl]siilfonylH 
hydroxyamide; 

l-(4-Memoxy-beiizyl)-4-(4-prop-2-ynylo^ 
carboxylic acid hydroxyamide; 
l-(4-CMoro-benzyl)-4-(4-prop-2-^ 
acid hydroxyamide; 
tert-butyl-4-({[4-(2-butynyloxy)pte 
carbonyl]- 1 -piperidinecarboxylate; 

4-({[4-(But-2-yiiyloxy)phenyl]tUo}methyl)-N-hydVoxypiperidine-4- 
carboxamide; 

tert-Butyl-4-({[4-(2-butynyloxy)phen^ 
carbonyl]- 1 -piperidinecarboxylate; 

4-[[[4-(2-Butynyloxy)phemyl]sulfinyl]methyl]-N-hydVoxy-4-piperi 
carboxamide; 

tert-Butyl-4-({[4-(but-2-ynyloxy)phen^ 
caibonyl]piperidine- 1 -carboxylate; 
tert-butyl-4-({[4-(2-butyjiyloxy^^ 
carbonyl]- 1 -piperidinecarboxyla; 
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l-Acetyl-4-[[[4-(2-butynyloxy)phenyl]s 
piperidinecarboxamide; 
l-(2-ButyiiylH<{[4-(2-butynyloxy)phe 
piperidinecarboxamide hydrochloride; 
N-l-(tert-Butyl)-4-({[4-(2-but^ 

l,4-[4-(2-butynyloxy)phenyl]sulfonyl}methyl)-N-4-hydroxy-l,4-l]sulfonyl}- 
methyl)-N^~-hydroxy-l,4-piperidinedicarboxamide; 
Me%14-({[4-(2-burynyloxy)phenyl]sulfonyl}methyl)-4-[(hydroxyamk 
carbonyl]- 1-piperidinecarboxylate; 

Ben^l4-({[4-(2-butynyloxy)phenyl]^onyl}methyl)^-[(hydroxyamino)- 
carbonyl]- 1-piperidinecarboxylate; 

l-Benzyl-4-({[4-(2-butynyloxy)phenyl] sulfonyl} methyl)-N-hydroxy-4- 

butynyloxy)phenyl]suifonyl}methyl)-N-hydroxy-4-piperidmecarboxaniide; 

4-({[4-(2-Butynyloxy)phenyl]sulfon^ 

l,3-dioxan-5-yl)carbonyl]-4-piperidinecarboxamide; 

4 -({ [4-(2-Butynyloxy)phenyl]sulfonyl}methyl>N-hydroxy- 1 -[3-hydroxy-2- 

(hydroxymethyl)-2-methylpropanoyl]-4-piperidinecarboxamide; 

1- [Ammo(imino)methyl]-4-({[4<2-butynyloxy)phenyl]sulfonyl}m 
hydroxy-4-l]-4-({[4-(2-butynyloxy)phenyl]sulfonyl}me%l)-N-hydroxy-4- 
oxy)phenyl]sulfonyl}methyl)-N-hyd^oxy-4-piperidmecarboxamide; 
4-({[4-(2-But3myloxy)phenyl]sulfonyl}methyl)-N-hydroxy-l-(4-hydroxy-2- 

butynyl)-henyl]suIfonyl}methyl)-N-hydroxy-l-(4-hydroxy-2-butynyl)-4- 
piperidinecarboxamide; 

4-{{[4-(But-2-ynyloxy)phenyl]sulfonyl}me%l)-l-ethyl-N-hydroxypiperidine- 
4- carboxamide triflouroacetic acid salt; 

2- cMoro-5-(cUoromethyl)tMophene4-({[4-(But-2-ynyloxy)phenyl3-sulfonyl}- 
methyl)-l-[(5-cUorotmem-2-yl)me%l]-N-hydroxypiperidme-4-carboxamide 
triflouroacetic acid salt; 
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4-({[4-(But-2-yjiyloxy)phenyl]sulfo^^ 
yImethyl)piperidme-4-carboxamide triflouroacetic acid salt; 
4-({[4-(But-2-ynylo?^)phenyl]sulfonyl}methyl)-N-hydro7^- 1 -(pyridin-3 
ylcarbonyl)piperidine-4-carboxamide triflouroacetic acid salt; 

l-Benzoyl-4-({[4-(but-2-ynyloxy)phenyl]sulfonyl}me%l)-N-hydroj^- 
piperidine-4- carboxamide; 

4K{[4-(But-2-ynyloxy)phenyl]sulfonyl}methyl)-N-hydroxy-l-(tWe 
ylcarbonyl) piperidine-4-carboxamide; 
4-({[4-(But-2-ynyloxy)phenyl]sulfonyl}m 
piperidine-l,4-dicarboxamide; 

4-({[4-(But-2-yjiyloxy)phenyl]sulfonyl}methyI)-N-4-hydroxy-N-l - phenyl- 
piperidine- 1 ,4-dicarboxamide; 

4-({[4-(But-2-ynyloxy)phenyl]sulfonyl}methyl)-N-l-,N-l-diethyl-N-4- 
hydroxypiperidine- 1 ,4-dicarboxamide; 

4-({[4-(But-2-ynylo^)phenyl]sulfonyl}methyl)-N-hydroxy-l-(moipholin-4- 
ylcarbonyl)piperidine-4-carboxamide; 

4-({ [4-(But-2-ynyloxy)phenyl]sulfonyl}methyl)-N-4-hydroxy-N- 1 -methyl-N- 1 - 
phenylpiperidine-l,4-dicarboxamide; 

Octyl-4-({[4-(but-2-ynyloxy)phenyl]sulfonyl}methyl)-4-[(>ydroxyanM 
carbonyl] piperidine-l-carboxylate; 
4-Methoxyphenyl4-({[4-(birt-2-y^ 
amino) carbonyl]piperidine-l-carboxylate; 

4-({[4-(But-2-ynyloxy)phenyl]sulfonyl}me%l)-N-hydroxy-l-(phenylsulfo 
piperidine-4-carboxamide; 

4-({[4-(But-2-ynyloxy)phenyl]sulfonyl}methyl)-N-hydroxy-l-[(l-me%l-l^ 
imidazol-4-yl)sulfonyl]piperidine-4-carboxamide; 
H2-(Benzylarmno)acetyl]-4-({[4^ 
hydroxypiperidine-4-carboxamide; 
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4-({[4-(But-2-ynyloxy)phenyl]s^ 
ylacetyl)piperidine-4-carboxamide; 
4-({[4-(But-2-ynyloxy)phenyl]si^ 
piperazin- 1 -yl)acetyl]piperidine-4-carboxamide; 

1 -Acetyl-4-(4-but-2-ynyloxybenzenes acid 
hydroxamide; 

l-Benzoyl-4-(4-but-2-ynyloxybenzenesulfonyl)piperi^ 
hydroxamide; 

1 -(4-Methoxybenzoyl)-4-(4-but-2-ynyloxy benzenesulfonyl)piperidine-4- 

carboxylic acid hydroxamide; 

4-(4-But-2-ynyloxybenzenesu^ 

piperidinecarboxamide; 

Ethyl 4-(4-but-2-ynyloxybenzenesulfc^ 1 - 

piperidinecarboxylate; 

4-(4-But-2-ynyloxybenzenesulfc^ 

4- piperidinecarboxamide; 

4-(4-But-2-ynyloxybenzenesuIfonyl)-N-hydroxy- l-(3-pyridinylcarbonyl)- 4- 
piperidinecarboxamide; 

4-(4-but-2-ynyloxybenzenesulfonyl)-N-hydroxy-l-(2-tMen^ 
piperidinecarboxamide; 

4-(4-but-2-ynylo?g?benzenesulfonyl)-N-hydroxy- 1 -[(4-methoxyphenyI)- 
sulfonyl]-4-piperidinecarboxamide; 

4- (4-but-2-ynyloxybenzenesulfonyl)-N-hydroxy- 1 -[(2,2, 5-trimethyl- 1 ,3 -dioxan- 

5- yl)carbonylJ-4-piperidinecarboxamide; 
Tert-butyl-4-{[4-(2-butynyfo^ 
1-piperidinecarboxalate; 

4-{[4-(2-butynyloxy)phenyl]suIfonyl}-N-hydroxy-4-piperidinec 
hydrochloride; 
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Methyl ({4-{ [4-(2-buty^loxy)phenyl]sulfonyl>-4-[(hydroxyamino)caAo 
l-piperidinyl}inethyl)benzoate hydrochloride; 
^(W[4-(2-butynyloxy)phenyl]s^^ 
piperidinyl}methyl)ben2oic acid hydrochloride; 

l-[4<Aininocarbonyl)benzyl]-4-{[4-(2-butynyloxy)phenyl]sulfonyl}-N- 
hydroxy-4-piperidinecarboxamide hydrochloride; 

Tert-butyl4-{[4-(but-2-yjiyloxy)phenyl]sulfinyl}-4-[(hydroxyamko^ 
carbonyl]piperidine- 1 -carboxalate; 

4-(4-(But-2-ynyloxy-benzenesdfmyl)-piperidine-4-carboxylicacid 
hydroxamide hydrochloride; and 

l-(4-Bromo-benzyl)-4-(4-But-2-ynyloxy-benzenesiilfinyl)-piperidine-4- 
carboxylic acid hydroxamide hydrochloride; 
and pharmaceutical salts thereof. 

4. A method of inhibiting pathological changes mediated by TNF-a converting 
enzyme (TACE) in a mammal in need thereof which comprises administering to said 
mammal a therapeutically effective amount of a compound having the formula 




I 

wherein: 

R, is hydrogen, aryl, heteroaryl, alkyl of 1-8 carbon atoms, alkenyl of 2-6 carbon 

atoms, alkynyl of 2-6 carbon atoms, cycloalkyl of 3-6 carbon atoms, or -C4- 
Cg-cycloheteroalkyl; 
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and R> are each, independently, hydrogen, alkyl of 1-6 carbon atoms, -CN, or - 
CCH; 

Rj is hydrogen, aryl, aralkyl, heteroaryl, heteroaralkyl, alkyl of 1-6 carbon atoms, 

alkenyl of 2-6 carbon atoms, alkynyl of 1-6 carbon atoms, cycloalkyl of 3-6 
5 carbon atoms, -0(0)4^, -S0 2 ~R v -C(0)-NHR 1 , -C(0)NR 5 R 6 , -C(0)R 1 NR 5 R 6 , 

-C(0)-OR v -C(NH)-Ntt r 
R g , R^, R^, and R are each, independently, hydrogen, aryl or heteroaryl, cycloalkyl 

of 3-6 carbon atoms, -C4-C8-cycloheteroaIkyl, alkyl of 1-18 carbon atoms, 

alkenyl of 2-18 carbon atoms, alkynyl of 2-18 carbon atoms; with the proviso 
10 that one of the pairs R8 and R9, R9 and RIO or RIO and Rll, together with 

the carbon atom or atoms to which they are attached, form a cycloalkyl ring of 

3-6 carbon atoms, or a -C4-C8-cycloheteroalkyl ring; 
Rl2 is hydrogen, aryl or heteroaryl, cycloalkyl of 3-6 carbon atoms, -C4-C8- 

cycloheteroalkyl, or alkyl of 1-6 carbon atoms; 

15 

A is O, S, SO, S0 2 , NR,, or CH^ 

X is O, S, SO, S0 2 , NRy, or CH,; 

20 Y is aryl or heteroaryl, with the proviso that A and X are not bonded to adjacent 
atoms of Y; and 

n is 0-2; or a pharmaceutical^ acceptable salt thereof. 

5. The method of Claim 4 wherein the condition treated is rheumatoid arthritis, 
graft rejection, cachexia, inflammation, fever, insulin resistance, septic shock, 
congestive heart failure, inflammatory disease of the central nervous system, 
inflammatory bowel disease or HIV infection. 



25 



30 
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6. A pharmaceutical composition comprising a compound having the formula 




I 

wherein: 

R t is hydrogen, aryl, heteroaryl, alkyl of 1-8 carbon atoms, alkenyl of 2-6 carbon 

atoms, alkynyl of 2-6 carbon atoms, cycloalkyl of 3-6 carbon atoms, or -C4- 
C8-cycloheteroalkyl; 

Rj and R3 are each, independently, hydrogen, alkyl of 1-6 carbon atoms, -CN, or - 
CCH; 

R, is hydrogen, aryl, aralkyl, heteroaryl, heteroaralkyl, alkyl of 1-6 carbon atoms, 
alkenyl of 2-6 carbon atoms, alkynyl of 1-6 carbon atoms, cycloalkyl of 3-6 
carbon atoms, -0(0)41,, -SO^R,, -C(0)-NHR t , -C(0)NR 5 R 6 , -CCO^NR^, 
-C(0)-OR 1 , -C(NH)-NH. r 

R «' R 9 ' R w' 311(1 R n 816 each> independently, hydrogen, aryl or heteroaryl, cycloalkyl 
of 3-6 carbon atoms, -C4-C8-cycloheteroalkyl, alkyl of 1-18 carbon atoms, 
alkenyl of 2-18 carbon atoms, alkynyl of 2-18 carbon atoms; with the proviso 
that one of the pairs R8 and R9, R9 and RIO or RIO and Rl 1, together with 
the carbon atom or atoms to which they are attached, form a cycloalkyl ring of 
3-6 carbon atoms, or a -C4-C8-cycloheteroalkyl ring; 
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Rj2 is hydrogen, aryl or heteroaryl, cycloalkyl of 3-6 carbon atoms, -C4-C8- 
cycloheteroalkyl, or alkyl of 1-6 carbon atoms; 

A is O, S, SO, S0 2 , NR,, or CHj; 

5 

X is O, S, SO, S0 2 , NR,, or CH,; 

Y is aryl or heteroaryl, with the proviso that A and X are not bonded to adjacent 
atoms of Y; and 

10 

n is 0-2; or a pharmaceutically acceptable salt thereof. 



